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for suppressing or partially 
g an endogenous gene and replacing the 
gene sequence with a nucleic acid 
sequence which differs from the endogenous gene 

e suppressing agent (a) comprises at 
one suppressor from the group comprising 

nuqleic acid, peptide nucleic acids, Dna 
e of foraing triple helix or ribosyoee 
to th& endogenous gene or gene 
s ana wherein the replacement nucleic 
Sequence encodes at least part of a gene 
and is not suppressed by suppression 
s) or is suppressed less efficiently by 
ssion agentusj^And wherein the replacement 
acid seqdence comprises amino acid codons 
whiclf encode/M lcfest /art of the gene product , 
and have m^dif jjpatWs at wobble site(s) such that 

still code for the wild 
equivalent abino^cids. 



A 

suppress^ 
auppraase* 



and Wherein\ 
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A medicament comprising either one or both of a 

impressing lagent\y*nd a nucleic acid encoding 
least part of a replacement gene product for 
in a strategy as claimed in Claim 1. 



A medicament comprising a\ nucleic acid sequence 
encoding at least part of \a gene product wherein 
the sequence differs from \he endogenous gene in 
vobb 10 sites. 

A atrat^gy for suppressing At partially 
suppressing an endogenous gene and introducing a 
replacement gene said strategy comprising the 
steps of: 
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providing suppression nucleic acids or other 
i oppression « f actor (a) Able to recognise, 
bind or cleave an endogenous gene, gene 
transcript (s) W gene product to be 
ituppressed andl 

providing genomic DHA or cDNA (complete or 
jwurtial) encoding a replacement gene wherein 
l:he suppression Wucleic acids are unable to 
j recognise, bind br cleave or able to 
jrecognise, bind^dTcIeSve leea efficiently 
|<5quivalent^e^ionk in Ae genomic DHA or cDKA 
:o prev^t suwreraionN&fthe replacement 
<jene wherein the ceding essence of 
replacement nucleiA aci^s has been altered to 
] prevent or reduie efficiency of suppression 
wd wherein replacement nucleic acids have 
modifications in oneW more wobble sites 
mch that replacement\ nucleic acids still 
:ode for the wild typ$ or equivalent amino 
icids* 



of a fltrategVas claimed in any of the 
Claims in/the preparation of a 
for thWttreatment of an autosomal, 
mt disease^cauaed by an endogenous target 
therein thrf disease is caused by different 
mutations in tno same gene in different patients. 

The use of: 

a. a v«ctor or vectWa containing suppression 
effector(s), saica suppression effector(s) 
being able to recd^n^se, bind or cleave 



medicament 



coding sequence 
and 

vector (s) contain^ 
acids in the form 



target endogenous gene 

"replacement nucleic 
genomic DHA, cDKA or 



/MENDED SHEET 



SENT BY:MURGITROYD. GLASGOW :30- 9-98 : 14:20 : MURGITROYD & CO.- 



6104070701 ;#10 



i 

a 

3 
4 
5 
6 
7 
S 
9 
10 
11 
12 
13 
14 
IS 
IS 
17 
16 
^19- 
20 
21 
22 
23 
24 
25 
26 
27 
28 
29 
30 
31 
32 
33 
34 
35 
36 



/ 



8. 



9- 



10. 



53 

RHA t which contain altered wobble sites such 
;hat replacement nucleic acid* caxuiot be 
; recognised! bound or cleaved by suppressor^ ) 
or are recognised, bound or cleaved less 
N>fficiently\by suppressor (s) which are 
targeted tomrds coding sequence of the 
iondogenous g&ne-and which provide the wild 
1 :ype gentf^prolduct/and wherein the difference 
|]>etweM said endogenous gene and the 
|j replacement gene ettU^enables the expression 
lot the replacement gens 



in thfa preparation ot\ac medicament for the 

of an autosomal dominant disease caused 
endogenous gene\wherein the disease ie 
by different mutations in the same gene in 
different patients* 



treatiment 
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caused 
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as claimed 
[be is a polyge 



llairis 5 or 6 wherein the 
disorder. 



lie 



as claimed/in Claim 6 ox 7 wherein 

// * 

(a) Of replacement gene(s) are 



suppressor 
administered alone 



or in vector (s) chosen from DNA 
vectqis, RHA or DMA viral vectors. 



as claimed Un Claim 8 wherein the 

Iissor(s) or Replacement gene(s) are combined 
lipids , polymtes or other derivatives. 
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A kitj for uae 
dominant or pofyg^ 
mutation (a) in a tiarjj 
comprising at leas) 



^eatment cf an autosomal 
diamse caused by 

endogenous gene, the kit 
rie euppreasion effector able 



to rejeognise, bind or \c leave coding sequence(s) of 
the endogenous gen tc\be suppr ssed and at least 
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11. A usii as claimed aaylA Claijna 1 to 10 wherein the 
replacement gene irlaltered fro* the wild type 
^ a beneficial effect when 
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gene to replace the endogenous 
fications to wobble sites such 
!Ot gene cannot be recognised, 
can be recognised , bound or 
ttly by suppressor (s) targeted 
of the endogenous gene, said 
d sequence providing the 
ft, and wherein the difference 

target gene and the 
1 enables expression of the 




snd provides* 

to the? wild type gene. 




